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Status of the Claims 

The response with amendments filed 06 December 2003 has been received and entered. 
Claims 1-45 have been presented for examination. 

Election/Restrictions 

This application contains claims 20-33 and 37-40 drawn to an invention nonelected with 
traverse in Paper No. Paper No. 7, filed 30 May 2002 and withdrawn from further consideration 
pursuant to 37 CFR 1. 142(b), as being drawn to a nonelected Group. A complete reply to the 
final rejection must include cancelation of nonelected claims or other appropriate action (37 
CFR 1.144) See MPEP § 821.01. 

Claim Rejections - 35 USC §103 
Claims 1-19 and newly added 41-44 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Haugland et al. (US 5,436,134) and Yue (US 5,656,449) in view of Magrassi 
et al. (1987), Gan et al. (1999) and Gee et al. (US 5,888,829) and further in view of Pichersky 
(US 5,849,526) and Sanford et al. (US 4,945,050). 

It is argued that Haugland et al. (US 5,436,134) and Yue (US 5,656,449) disclose metal 
particles as the microparticle, or particularly, ferrite crystals, gold or tungsten. It is urged that 
Haugland et al. (US 5,436,134) and Yue (US 5,656,449) do not exemplify a biolistic process for 
introducing dyes. It is argued that Magrassi et al. (1987) do hot disclose lipophilic dyes. It is 
urged that none of Magrassi et al. (1987), Gan et al. (1999) and Gee et al. (US 5,888,829) or 
Pichersky (US 5,849,526) disclose dye coated metal particles. It is argued that Dellaporta (US 
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6,013,486), although not relied upon, but mentioned as duplicative of the teachings of Pichersky 
(US 5,849,526) only applies to administering DNA even though they do indicate that the 
particles can be metal particles such as ferrite crystals, gold or tungsten. It is urged that there is 
no motivation to combine the references. 

The response is in error that the dyes of Magrassi et al. (1987) are not lipophilic. In 
evidence are provided the following: Wissing et al. (2002), see page 37747, column 2, paragraph 
2, "Because AO is a lipophilic weak base, it is readily membrane-permeable and can accumulate 
in acidic compartments . . ."; Davey et al., see paragraph bridging pages 2-3, "It is well 
documented that the mitochondria of eukaryotic cells have the ability to concentrate "lipophilic" 
cations such as rhodamine 123 Sigma-Aldrich Catalog, see pages 3-4, "Lipophilic and 
membrane probes" wherein are listed many dimethylamino styryl pyridium salts. Hence the 
majority of the dyes listed in Magrassi et al. (1987) are demonstrated to be lipophilic. The mere 
fact that the dyes are cationic is not a basis for their not being lipophilic. 

While Haugland et al. (US 5,436,134) and Yue (US 5,656,449) do not exemplify a 
biolistic process for introducing dyes coated onto microparticles, they clearly contemplate this 
method as one of several functionally equivalent methods. The advantages of one method of 
introducing the dyes over another are not discussed. Haugland et al. (US 5,436,134) and Yue 
(US 5,656,449) do not explicitly describe what the microparticles may be made of. However, it 
was well-known in the art that biolistic processes used microparticles composed of inert 
substances such as ferrite crystals, gold or tungsten as evidenced by Dellaporta (US 6,013,486) 
and noted in the response. One can consider the several patents granted to Sanford and associates 
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that are of record, wherein these kinds of metal nanoparticles are disclosed to be particularly well 
suited to a biolistic process. 

As representative, Sanford et al. (US 4,945,050) is cited. At column 6, lines 39-44, the 
inert particles may be ferrite crystals, gold or tungsten spheres. The particles may be coated with 
any biological or substance that can be freeze dried, coated onto, or bonded to the particles 
(column 6, lines 55-65). Particularly, the biological substance can include biological stains such 
as fluorescent or radiolabeled probes, including proteins such as enzymes, DNA or RNA inter 
alia (column 7, lines 8-13). 

Hence, it would be prima facie obvious to any person of ordinary skill in the art to select 
metal particles for such a biolistic process from among the many possible nanoparticles. 
Presumably Haugland et al. (US 5,436,134) and Yue (US 5,656,449) thought it was so well 
established that it was unnecessary to recite the specific materials in the nanoparticles. There is 
no reason why a person of ordinary skill in the art would expect that the biolistic process was 
limited to coating the particles with nucleic acids as instantly argued, especially in view of the 
teachings of Sanford et al. (US 4,945,050). 



Claims 34-3^5 and newly added 45 stand rejected under 35 U.S.C. 103(a) as being 
unpatentable over Wong et al. (1998; ref 32) in view of Tsien (1998) and Matz et al. (1999) and 
further in view of Sanford et al. (US 4,945,050). 

It is argued that none of Wong et al. (1998; ref 32) in view of Tsien (1998) or Matz et al. 
(1999) teach metal particles. 
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As discussed above, Sanford et al. (US 4,945,050) establishes that the inert particles in 
the biolistic process are preferably inert particles such as ferrite crystals, gold or tungsten 
spheres, especially when involving DNA or RNA encoding a protein. 

Hence, it would be prima facie obvious to select metal particles such as ferrite crystals, 
gold or tungsten spheres as the biolistic particles for introducing DNA or RNA encoding a 
fluorescent protein because these are the preferred materials for such a process. 

Applicant's arguments filed 06 December 2002 have been fully considered but they are 
not persuasive. The rejections under 35 U.S.C. 103 are adhered to for the reasons of record and 
the additional reasons above. 

No claims are allowed. 

Applicant's amendment necessitated the new ground(s) of rejection presented in this 
Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). 
Applicant is reminded of the extension of time policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1.136(a) will be calculated from the mailing date of the advisory action. In no event, 
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however, will the statutory period for reply expire later than SIX MONTHS from the date of this 
final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Jon P Weber, Ph.D. whose telephone number is 703-308-4015. 
The examiner can normally be reached on daily, off 1st Fri, 9/5/4. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Michael G. Wityshyn can be reached on 703-308-4743. The fax phone numbers for 
the organization where this application or proceeding is assigned are 703-872-9306 for regular 
communications and 703-872-9307 for After Final communications. 

Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to the receptionist whose telephone number is 703^3Q8f5)196. ^ 
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